THE occurrence of a leukoplakic condition of the vulva, associated with carcinoma on that site, was drawn attention to in British literature by Sir Henry Morris more than fifty years ago, but there had been no research on the subject, in this country, until 1904, when I began a study on the role played by the connective tissues in carcinoma and the inflammatory states that precede its' onset. I published a preliminary communication on my findings in 1907, and the completed work formed the subject of the three Hunterian Lectures that I delivered in 1908.
previously been confused, and described its clinical course and the events that ensued when it terminated in the development of carcinoma.
The combination of pruritus with a white coloration of the affected parts occurs in conditions besides leukoplakic vulvitis, and for some years it has been evident that the disease to which we gave that name is being confused with them.
LEUKOPLAKIC VULVITIS Leukoplakic vulvitis is an inflammatory condition marked by simultaneous changes in the epithelium and the connective tissue underlying it. In the initial stage the epithelium is swollen and the individual cells are less firmly attached to one another, so that desquamation is excessive. The connective tissue is abnormally vascular and is crowded by lymphocytes, but few or no polynuclear leucocytes are seen and the fixed tissue cells have not begun to proliferate. The parts have a swollen, reddened, and excoriated appearance.
The area typically affected comprises the hood of the clitoris, the labia minora, the sulci separating them from the labia majora, and the posterior commissure. The vestibule, the vaginal wall, and the skin of the mons are never affected, but in longstanding and exceptionally severe cases the pathological change may extend backwards on to the perinaeum and round the anus. In our original paper it was stated that the skin covering the labia majora and those parts of the thighs in contact with them might on occasions be also affected, but I am of opinion now that when such extension is present, the case is probably not one of leukoplakic vulvitis.
This initial stage appears to be a short one and hence is not often observed, as patients suffering from leukoplakic vulvitis do not as a rule present themselves until the pruritus to which it gives rise has lasted for some time.
In the second stage lymphocytes are still conspicuous in the connective tissue, but groups of plasma cells and an increased number of large hyaline fixed connectivetissue cells have appeared. Over a sub-surface area of considerable depth the white fibres become decollagenized and hyaline, whilst the elastic fibres completely disappear, but deeper down there is seen to be a great increase in the elastic tissue as regards both the number and the size of the fibres. The epithelium is markedly hypertrophied, chiefly in its more basal layers, and the interpapillary processes are much elongated. The surface cells still show in patches a tendency to early desquamation.
In this stage the labia minora are markedly thickened and retracted, while the colour of the affected area is now white, with here and there red shallow excoriations corresponding to the areas of desquamation. The retraction of the labia minora is apparently caused by the excessive development of elastic fibres in the deeper tissues.
In the third stage the cellularity of the sub-surface connective tissue begins to give place to fibrosis. Many of the inflammatory cells disappear, though collections of lymphocytes and plasma cells are still seen here and there. A re-deposit of collagen occurs round the fibroglia, so that the tissue-from being unduly rarefied-now becomes denser than normal. There is, however, no re-formation of elastic fibres in the sub-surface zone, while, deeper down, the excess of elastin remains as before.
The hypertrophy of the epithelium is maintained, but the growth tendency is directed upwards, resulting in the formation of a dense mass of keratinized squames, whilst the interpapillary down growths are becoming smaller.
The colour of the parts is now a dense white, broken here and there by reddish cracks or little warty elevations. The labia are flattened out, and the hood of the clitoris is pulled over the glans, partly or entirely concealing it.
In the final stage sclerosis.of the connective tissue is complete. Very few cells are seen under the epidermis. The sub-epithelial de-elasticized zone is thinner, but denser, while, deeper down, the elastic fibres are crowded together and masses of amorphous elastin are seen. The epithelium, probably starved by the fibrosis beneath it, is thinner, and the cells undergo keratinization early, whilst the interpapillar processes are much reduced in size or have disappeared altogether. The area presents a smooth shiny white surface and the elevations of the labia and hood of the clitoris have almost ceased to exist. Pruritus has ceased and the patient no longer complains.
It is seen, therefore, that in leukoplakic vulvitis permanent histological changes are occurring, not only in the epithelium, but also in the entire thickness of the connective tissue underneath it. Such coincident changes characterize all precarcinomatous states, amongst which leukoplakic vulvitis is one of the most impressive. LEPIDOSIS VULVA: For many years I have been aware of another and commoner condition which, although also accompanied by severe pruritus, is quite distinct from leukoplakic vulvitis. The clinical picture must be familiar to all gynwcologists. The patients suffering from it are, on the average, of lesser age than those afflicted with leukoplakic vulvitis, that is to say, it is not uncommon to see the former in relatively young women, whereas the latter is very rare in such. The area affected is a wider one than that of leukoplakic vulvitis and comprises the labia minora, the hood of the clitoris and posterior commissure, and quite frequently the labia majora, the lower part of the skin of the mons, the perinseum and the peri-anal area. The vestibule and vagina are never involved.
The surface of the affected parts has a dry scurfy or scaly appearance, though sometimes the epithelium covering the labia minora is smooth and whitish. The most striking naked-eye difference between this condition and leukoplakic vulvitis lies, however, in the size and consistency of the labia minora, which instead of being sclerosed and retracted, are unusually thick, pendulous, and mobile, and project between the greaterlips in a very characteristic manner (8ee Plate). I venture to call this condition lepidosis, from lepis, a scale.
The contrast between the macroscopic appearances is explained by microscopic examination, which shows that in lepidosis, although the epithelium is hypertrophied and abnormally keratinized, the connective tissue underlying it is butlittle affected.
Immediately under the epithelium an abnormal number of lymphocytes are seen, but no other inflammatory cells, while the quality, distribution, and quantity, of the white fibres and elastic tissue are normal. The naked-eye surface appearance which obtains in lepidosis bears a much closer resemblance to what is ordinarily seen in cases of primary pruritus ani than is the case with leukoplakic vulvitis, for, though in occasional instances of primary pruritus ani, the skin of the anal canal and the peri-anal region is leukoplakic, in the large majority it merely looks dry and scurfy. When lepidosis extends round the anus, the appearance of the peri-anal region is typically that which obtains in the majority of the cases of primary pruritus ani.
It may be asked whether the condition I describe is not an early stage of leukoplakic vulvitis, or at least liable to pass into it. I have never seen a case in which the transformation occurred, and believe that they are distinct pathological conditions. The chief reason why it is important to distinguish them is that in lepidosis the microscopical changes undergone by the tissues are not sufficient to make a return to complete normality impossible, or to create the pre-carcinomatous state, whereas in leukoplakic vulvitis the changes are too profound to allow of such recovery and constitute the histological picture which is the common precursor of carcinoma in all situations.
LEUCODERMA VULV.E
Cases are occasionally met with in which, unaccompanied by any other changes in the parts, the colour of the vulval surface is abnormally whitish. I have ventured to call this condition " leucoderma vulvae "-though dermatologists use the word "leucoderma " in a somewhat different connexion. Most of these patients are elderly and I have never seen this fault of coloration in a really young person. It must be assumed, therefore, that the change is an acquired one, but the cause of it is not known. In many cases the condition is discovered by accident, for ordinarily it is not accompanied by symptoms. Persons the subject of it are not, however, immune to that variety of pruritus which appears to be primarily of nervous origin and in the event of such supervening, the combination of itching Mith a whitish coloration of the parts is liable to be mistaken for leukoplakic vulvitis. The distinction is simple, for the parts, beyond being whitish in colour, are neither sclerosed and shrunk, nor hypertrophied and unduly mobile.
ECZEMA OF THE VULVA
The commonest variety of eczema to affect the vulva is eczema intertrigo, and the area involved comprises the labia majora, the crease between the buttocks, the creases between the labia and the thighs, and the perinaeum and peri-anal region, whilst the labia minora and hood of the clitoris may also be included in it.
Pruritus is a marked symptom, but the ordinary form could not be mistaken for leukoplakic vulvitis, for the affected area is red and moist. Occasionally chronic cases are met with in which with the same (listribution the surface is dry, scaly, and silvery-white in appearance, and these are liable to be mistaken for leukoplakic vulvitis. The area of the eczema is, however, different, especially in the matter of the crease between the buttocks and the creases between the labia and the thighs, which are always specially affected. Neither is there thickening or retraction of the labia minora, and if the patient is examined, evidences of eczema intertrigo elsewhere -will probably be forthcoming.
I have never seen a case in which carcinoma supervened on eczema intertrigo if the vulval region.
LICHEN PLANUS
This disease as it affects the vulva has been described by Elizabeth Hunt. It presents as papules and hyperkeratotic patches, the latter of which are white in colour. If they run together a considerable area becomes whitish, so that when the disease is limited to the area characteristic of leukoplakic vulvitis, the likeness between them is close and the more so because in long-standing lichen planus the labia minora and vaginal introitus undergo atrophy. The shrinkage is, however, purely atrophic, whereas in leukoplakic vulvitis the retraction of the labia is accompanied by thickening, implying a much greater change in the connective tissue.
To this difference one may ascribe the fact that there is no tendency to carcinoma in lichen planus. I am informed that when this condition affects the mouth a hyperkeratotic surface is produced which, however, never ends in carcinoma, in marked contrast to leukoplakic glossitis to which carcinoma is a common sequel. In my research in 1904-08 I found the same deeply extending connective-tissue changes in leukoplakic glossitis as I found in leukoplakic vulvitis.
Lichen planus of the vulva, though generally associated with pruritus, is not always so, and this probably accounts for the cases sometimes met with, in which hyperkeratosis and atrophy of the labia minora seem to have developed without any symptoms at all.
As a rule, lichen planus, when it affects the vulva, generally extends over a wider area than leukoplakic vulvitis, and the labia majora are usually involved, whilst evidences of the disease elsewhere in the body can often be found.
The present state of knowledge concernina lichen planus of the vulva is unsatisfactory, for there seems to be no consensus of opinion between gynecologists and dermatologists as to the distinction between it and leukoplakic vulvitis, with the result that the one disease is frequently being mistaken for the other. THE three conditions, hydrops foetalis, icterus gravis neonatorum, and anaemia haemolytica neonatorum, have been known clinically for a very long time, but it is only in quite recent years that research has shown them to be different manifestations of one underlying cause, namely, a dysfunction of the foetal haemopoietic and heemolytic mechanisms. As the results of this research are not yet common knowledge and because, as we shall show, the importance of correctly diagnosing the disease is considerable, we publish the following case.
A young and healthy woman gave birth to her first child in 1934. It became jaundiced soon after birth and died in forty-eight hours. Post mortem a large liver and spleen were found and the diagnosis made (according to the parents) was infantile anaemia. In 1935 a second child was stillborn. It was premature, had a greatly distended abdomen, and apparently had been dead only a short time. A postmortem examination revealed a quantity of free fluid in the abdominal, pleural, and pericardial cavities, and great enlargement of the liver and spleen. A diagnosis of congenital syphilis was made, and in consequence the blood of both parents was examined by the Wassermann test, the result being negative. The mother's blood was tested a second time with the same result. Neither parent had any history or sign of syphilis.
Early in 1937, being again pregnant, the mother came under the care of one of
